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DETAILED ACTION 

Receipt of Amendments and Remarks, filed 1/04/08, is acknowledged. Claims 1- 
31, 36-38, 40 and 44 are pending. Claims 1-3, 13, 17, 22, 23, 27-31 and 37 were 
amended. Claims 32-35, 39, 41-43 were withdrawn. 

Claim Objections 

Objection of Claim 27 is withdrawn in light of Applicant's amendment. 

Claim Rejections 
Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Rejection of Claims 1-18, 20, 22-31, 36, 37, 38, 40 and 44 in the action filed 
9/05/07, is withdrawn in light of Applicant's amendments. 

The following rejections are maintained and elaborated upon. 

Claims 19 and 21 remain rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

Claims 19 and 21 use the terms "at least" and "about" to describe the Cmax and 
AUC, which does not particularly point out and distinctly claim the subject matter. 
Taking into consideration Applicant's definition of "about" as plus or minus 10% (see 
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page 10 and 1 1 paragraph [0030]) which gives a range of 9.9% to 110% the use of "at 
least" renders the claim indefinite because it is unclear if Applicant is trying to claim at 
least 9.9%, at least 110% or somewhere within the range 9.9% to 110%. 

Claim Rejections - 35 USC § 102 

The text of the 35 USC § 102 not included in this action can be found in a prior 
Office Action. 

Claims 1-14 and 27-31 remain rejected under 35 U.S.C. 102(e) as being 
anticipated by OLIVIERI et al (WO 2005/000273) for reasons of record and those 
discussed below in the response. 

Response to Arguments 

Applicant's arguments have been fully considered, but are not found persuasive. 

Applicants argue that no reasonable conclusion as to the inherent teachings of 
OLIVIERI can be made because of two seemingly incongruent statements. The first is 
"the use of linear copolymer N-vinyl-2-pyrrolidone/vinyl acetate as carrier for co-grinding 
of scarcely water soluble drugs results in improvements of the crystalline structure of 
said drugs (reduction of melting enthalpy and/or melting point)". The second statement 
is "NVP/VA has a clearly higher ability in de-structuring nimesulide (lower melting 
enthalpies and temperature)". This argument is not found persuasive because under 
35 USC § 102, "[a] claim is anticipated only if each and every element as set forth in the 
claim is found, either expressly of inherently described, in a single prior art reference." 
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Verdegaal Bros. v. Union oil Co. of California, 814 F.2d 628, 631, 2 USPQ2d 1051, 
1053 (Fed. Cir. 1987). In the instant case, the limitation of claim 1 argued by the 
Applicant as not being anticipated is "(b) at least one surface stabilizer adsorbed on the 
surface of the particles.", and specifically directed to the point that OLIVIERI is silent 
about the stabilizer being adsorbed by the nimesulide particles. A preferred surface 
stabilizer according to the instant invention is the copolymer of vinyl acetate and vinyl 
pyrrolidone (NVPA/A), see e.g. instant claim 14. The OLIVIERI reference exemplifies a 
composition of nimesulide and this specific copolymer, NVPA/A. See e.g. Examples 1- 
4. '"Products of identical chemical composition can not have mutually exclusive 
properties.' A chemical composition and its properties are inseparable. Therefore, if the 
prior art teaches the identical chemical structure, the properties applicant discloses 
and/or claims are necessarily present. In re Spada, 911 F.2d 705, 709, 15 USPQ2d 
1655, 1658 (Fed. Cir. 1990)." See MPEP 2112.01. In this case, the identical structural 
components (nimesulide and NVPA/A) are taught, thus the same adsorbing properties 
must be present. 



Claim Rejections - 35 USC § 103 

The test of those sections of 35 USC § 103 not included in this section can be 
found in a prior Office Action. 

Applicant's traverse of the 35 USC § 103 rejections have been considered, but are 
found moot in view of following new rejections necessitated by amendment. 
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Claims 1 10-13 and 15-26 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over OLIVIERI et al. (WO 2005/000273) in view of LIVERSIDGE et al. (US 
5,552,160 see PTO-1449 filed 4/01/2004). 

OLIVIERI teaches a nimesulide and carrier composition to improve inter alia 
dissolution and solubility profiles, as described above. 

OLIVIERI does not exemplify any Tmax, Cmax or AUC profile of nimesulide. 

LIVERSIDGE teaches that nanoparticles of NSAIDs having a surface modifier 
adsorbed on the surface hasten onset of the active. See e.g. col 1 lines 61-64. The 
reference teaches nanoparticles have decreased Tmax, increased Cmax and increased 
AUC when compared to non-nanoparticles. See e.g. col 9 lines 1-20; instant claims 16- 
21 and 25-26. The size of the control was between 20-30 microns (see col 7 lines 35- 
38) while the size of the nanoparticles was between 240-300nm (see col 7 lines 32-34); 
instant claims 16-21 and 25-26. The composition is considered bioadhesive because 
the surface modifiers physically adhere to the surface of the NSAID but do not 
chemically bond to the NSAID. See e.g. col 3 lines 25-27; instant claim 15. 
LIVERSIDGE further teaches a simple screening process to determine compatible 
surface modifies with NSAIDs and also the amounts of surface modifier and NSAID can 
be adjusted by known variables. See e.g. col 6 lines 16-55 and col 6 lines 5-15. 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made to make a composition comprising nanoparticles of nimesulide and 
a surface stabilizer that decreases the Tmax and increases the Cmax and AUC of 
nimesulide compared to non-nanoparticles, as taught by OLIVIERI in view of 
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LIVERSIDGE. One of ordinary skill in the art at the time the invention was made would 
have been motivated to combine these elements into a single composition because of 
the beneficial effects of hastening the onset of the NSAID, improving dissolution and 
reducing side effects, as taught by LIVERSIDGE. Absent any evidence to the contrary, 
and based upon the teachings of the prior art, there would have been a reasonable 
expectation of success in practicing the instantly claimed invention. 

Instant Claims 1, 36-38 and 40 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over OLIVIERI et al. (WO 2005/000273) in view of SINGH et al. (Analytical 
Profiles of Drug Substances and Excipients, Volume 28, 2001, p1 97-249) and in view of 
MERCK (The Merck Index 12 th ed. Merck & Co. 1996, codeine, p416-417). 

OLIVIERI teaches a nimesulide and carrier composition to improve inter alia 
dissolution and solubility profiles, as described above. OLIVIERI further teaches using 
analgesics as the active substance in the composition, but does not teach adding 
additional specific analgesics to the composition. See Table 1 and 6, page 10 lines 31- 
33, page 5 line 5 to page 6 line 9 and claim 15. 

OLIVIERI does not teach the further addition of a non-nimesulide active agent, 
such as analgesics, specifically codeine. 

SINGH et al. teaches it is well known in the art that nimesulide has anti- 
inflammatory and analgesic properties. See section 1 .5. It is also well known in the art 
that codeine has analgesic properties as shown in MERCK. Furthermore, "It is prima 
facie obvious to combine two compositions each of which is taught by the prior art to be 
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useful for the same purpose, in order to form a third composition to be used for the very 
same purpose.... [T]he idea of combining them flows logically from their having been 
individually taught in the prior art." In re Kerkhoven, 626 F.2d 846, 850, 205 USPQ 
1069, 1072 (CCPA 1980). Thus, the addition of codeine, an analgesic, would be 
obvious to someone of skill in the art at the time of the invention because nimesulide 
also has known analgesic properties, resulting in the practice of the instantly claimed 
invention with a reasonable expectation of success; instant claims 36-38 and 40. 

Instant Claims 1 and 44 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over OLIVIERI et al. (WO 2005/000273) in view of BUHL et al. (US 
5,776,563 see PTO-892 filed 9/05/2007). 

OLIVIERI teaches a nimesulide and carrier composition to improve inter alia 
dissolution and solubility profiles, as described above. OLIVIERI further teaches that a 
composition administered to a subject must be free of microorganisms. See page 6 
lines 26-28. 

OLIVIERI does not exemplify that the composition is sterile filtered. 

BUHL teaches that pharmaceutical compositions can be sterilized by 
conventional sterilization techniques or may be sterile filtered. See column 4 lines 7-26; 
instant claim 44. It would have been obvious to a person of ordinary skill in the art at 
the time the invention was made to sterile filter a nimesulide and surface stabilizer 
composition, as taught by OLIVIERI in view of BUHL. One of ordinary skill in the art at 
the time the invention was made would have been motivated to destroy any 
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microorganisms by sterile filtering the composition, as taught by BUHL. Absent any 
evidence to the contrary, and based upon the teachings of the prior art, there would 
have been a reasonable expectation of success in practicing the instantly claimed 
invention. 



Conclusion 

No Claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to TRISTAN J. MAHYERA whose telephone number is 
571-270-1562. The examiner can normally be reached on Monday through Thursday 
9am-4pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, MICHAEL P. WOODWARD can be reached on 571-272-8373. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
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USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Tristan J Mahyera/ /Michael P Woodward/ 

Examiner, Art Unit 1615 Supervisory Patent Examiner, Art 

Unit 1615 



